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1998 : 788773 CAPLUS 
130 : 66805 

Preparation of peptide inhibitors of 
interleukin-1 .beta . converting enzyme 

Bemis, Guy W.; Golec, Julian M. C; Lauffer, David J.; 
Mullican, Michael D.; Murcko, Mark A.; Livingston, 
David J. 

Vertex Pharmaceuticals, Incorporated, USA 

U.S., 106 pp., Cont . -in-part of U.S. 5,656,627. 
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MARPAT 130 : 66805 

Interleukin-1. beta, converting enzyme inhibitors R1NHX1 [ (CH2 ) mT] (CH2)gR3 
(XI = CH, N; g = 0, 1; m = 0-2; T = a cyclic group, OH, CF3 , COC02H, C02H; 

R4ZNR5CR6R7CO or substituted derivs . , where R4 represents certain 
ring systems; R5 = H, a cyclic group, alkyl, arylcarbonyl , arylsulf onyl , 



NO 1996-5365 
FI 1996-5036 
BG 1997-101130 
US 1997-828941 
IN 1997-CA778 
US 1999-430822 
US 2001-886773 

1994- 261452 

1995- 405581 
1995-440898 
1995-465216 
1995-CA659 
1995-US7617 
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19950612 
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OTHER SOURCE (S) 
AB 
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etc.; CR6R7 form a satd. carbocyclic or heterocyclic ring; R3 = CN, 
1-alkenyl, alkoxyiminomethyl ) were prepd. Thus, N- (N- 

acetyltyrosinylvalinylpipecolyl) -3 -amino-4 -oxobutanoic acid was prepd. and 
showed IC50 = 6-11 .mu.M for inhibition of interleukin-1 . beta . converting 
enzyme . 
IT 195071-94-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of peptide inhibitors of interleukin-1 . beta . converting enzyme) 
RN 195071-94-4 CAPLUS 

CN 1 (2H) - Pyridineacet amide , 2-oxo-3- [ (l-oxo-3 -phenylpropyl) amino] -6 -phenyl -N- 
[ (3S) -tetrahydro-5-oxo-2- (phenylmethoxy) -3-furanyl] - (9CI) (CA INDEX 
NAME ) 

Absolute stereochemistry. 
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1997 : 541852 CAPLUS 
127 :234612 

Preparation of heterocyclyl aspartaldehyde peptide 
derivatives as interleukin- 1 . beta . converting enzyme 
inhibitors 

Bemis, Guy W. ; Golec, 
Mullican, Michael D.; 
David J . 

Vertex Pharmaceuticals, Inc., USA 
U.S., 67 pp., Cont . -in-part of U.S 
CODEN: USXXAM 
Patent 
English 
3 
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R: AT, BE, 
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AB The present invention relates to novel classes of compds . I [XI = CH, N; q 
=0, 1; J = independently H, OH, F; m = 0-2; T = Ar3 , OH, CF3 , COC02H, 
C02H, COCH20H, CONHOH, S02NHR, S03H, P(0)(OH)NH2, CONHCN, OS03H, 
CONHS02R16, P03H2, P (O) (OH) OR16 , P(0)(OH)R16, OP03H2, OP (O) (OH) OR16 , 
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OP(O) (OH)R16, NHP03H2, NHP (O) (OH) OR16 , NHP (0) (OH) R16 , COCH : C (OH) C02H , 5- 
or 6-membered heterocyclic ring; R16 = Cl-6 alkyl; Rl = optionally 
substituted fragment Q; X2 = O, CH2 , NH, S, S (O) , S02 ; X5 = CH, N; n = 
0-1, d = 0-2, such that n + d + d = 2 ; R3 = CN, CH:CHR9, CH:NOR9, 
(CH2) 1-3T1R9, CJ2R9, COR13, COCONR5R10; each R4 = H, Arl, R9, T1R9, 
(CH2) 1-3T1R9; each Tl = CH:CH, O, S, S (0) , S02 , NR10, NR10CO, CO, 02C, 
C02, CONR10, O2CNR10, NR10CONR10, SO2NR10, NR10SO2, NR10SO2NR10; R5 = H, 
Arl, COArl, S02Arl, R9, CONR9 , C02R9, S02R9, CONArlRlO , SO2NArlR10, 
CONR9R10, SO2NR9R10; R5 = Arl, S02Arl, COR9, CONArlRlO, SO2NArlR10, 
CONR9R10, SO2NR9R10; R9 = optionally substituted, straight or branched 
Cl-6 alkyl; RIO = H, Cl-6 straight or branched alkyl; R13 = H, Arl, Ar2 , 
R9, T1R9, (CH2) 1-3T1R9; Arl = aryl , cycloalkyl, or heterocyclyl group 
contg. 1-3 rings and 3-15 ring atoms; Ar2 = optionally benzo-fused 
5-membered heterocyclyl; Ar3 = optionally substituted Ph or 5-membered 
heterocyclic ring] which are inhibitors of interleukin- 1 . beta . converting 
enzyme. The ICE inhibitors of this invention are characterized by 
specific structural and physicochem. features. This invention also 
relates to pharmaceutical compns . comprising these compds . The compds . 
and pharmaceutical compns. of this invention are particularly well suited 
for inhibiting ICE activity and consequently, may be advantageously used 
as agents against interleukin-1 mediated diseases, including inflammatory 
diseases, autoimmune diseases and neurodegenerative diseases. This 
invention also relates to methods for inhibiting ICE activity and methods 
for treating interleukin-1 mediated diseases using the compds. and compns 
of this invention. Thus, cyclocondensation of Et 2-aminopyrrolidine-5- 
carboxylate with 4 -ethoxymethylene-2 -phenyl -2 -oxazolidin-2 -one gave 32% 
pyrrolopyrimidine II. Sapon. of II, followed by coupling with tert-Bu 
(3S) -amino-4-oxobutanoate semicarbazone , diastereomer sepn., and 
deprotection, gave ICE inhibitors III. Ill and related compds. inhibited 
ICE with Ki = 0.011 to 35 .mu.M in a UV-visible assay and IC50 = 0.50 to 
>35 .mu.M in a cell assay. 
IT 195071-94-4P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 

(prepn. of heterocyclyl aspartaldehyde peptide derivs . as 
interleukin-1 . beta . converting enzyme inhibitors) 
RN 195071-94-4 CAPLUS 

CN 1 (2H) -Pyridineacetamide, 2-oxo-3- [ (l-oxo-3 -phenylpropyl) amino] -6-phenyl-N 
[(3S) -tetrahydro-5-oxo-2- (phenylmethoxy) -3-furanyl] - (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 
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interleukin-1 beta converting enzyme (ICE) 
Bemis, Guy W.; Golec, Julian M. C; Lauffer, David J 
Mullican, Michael D.; Murcko, Mark A.; Livingston, 
David J. 

Vertex Pharmaceuticals Incorp., USA 
PCT Int . Appl . , 3 74 pp. 
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Patent 
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AB Novel classes of compds . are prepd., which are characterized by specific 
structural and physicochem. features comprising (a) a first and a second 
hydrogen bonding moiety, each of said moieties being capable of forming a 
hydrogen bond with a different backbone atom of ICE selected from the 
carbonyl 0 and the amide NH group of Arg-341 Ser-339, (b) a first and a 
second moderately hydrophobic moiety, said moieties each being capable of 
assocg. with a sep . binding pocket of ICE when the inhibitor is bound 
thereto, said binding pocket being selected form the P2 , P3 , P4 , and P' 
binding pockets, and (c) an electroneg. moiety comprising .gtoreq.l 
electroneg. atoms, said atoms being attached to the same atom or to 
adjacent atoms in the moiety and said moiety being capable of forming 
.gtoreq.l hydrogen bonds or salts bridges with residues in the PI binding 
pocket of ICE. These compds. and pharmaceutical compns . of this invention 
are particularly well suited for inhibiting ICE activity and consequently 
may be advantageously used as agents against interleukin-1 mediated 
diseases, including inflammatory diseases, autoimmune diseases and 
neurodegenerative diseases. Thus, etherif ication of Me 

N-tert-butoxycarbonyl-cis-4-hydroxyprolinate with phenol using Ph3P and 
di-Et azodicarboxylate in . THF to Me N-tert-butoxycarbonyl-cis-4- 
phenoxyprolinate followed by deprotection with HCl in EtOAc to Me 
4-phenoxyprolinate hydrochloride and condensation with Ac-Tyr-Val -OH using 
l-ethyl-3- (3 -dimethylaminopropyl) carbodiimide hydrochloride, HOBT, and 
diisopropylethylamine in DMF gave Me N-acetyl-L-tyrosinyl-L-valyl- (4- 
phenoxy) prolinate . Sapon. of the latter peptide ester with LiOH in aq. 
THF to N-acetyl-L-tyrosinyl-L-valyl- (phenoxy) proline followed by 
condensation with N-allyloxycarbonyl-4-amino-5-benzyloxy-2- 
oxotetrahydrof uran gave N- [N-acetyl-L-tyrosinyl-L-valyl- (4- 
phenoxy) prolinyl] -4 -amino-5-benzyloxy-2 -oxotetrahydrof uran (1:1 
diastereomer mixt . ) , which underwent hydrogenolysis over Pd(OH)2 in MeOH 
under H atm. to give the title compd. (I) . In a IL-l.beta. assay with a 
mixed population of human peripheral blood mononuclear cells or enriched 
adherent mononuclear cells, I in vitro showed IC50 of 2.6 and 0.25 .mu.M 
for inhibiting the processing of pre-IL-1 .beta, by ICE. 

IT 175210-99-8P 175415-31-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(prepn. of peptide analogs as inhibitors of interleukin-1 beta 
converting enzyme for treating inflammatory, autoimmune and 
neurodegenerative diseases) 

RN 175210-99-8 CAPLUS 

CN 1(2H) -Pyridineacetamide, 2-oxo-3- [ ( 1 -oxo-3 -phenylpropyl ) amino] -6-phenyl-N- 
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[tetrahydro-5-oxo-2- (phenylmethoxy) -3-furanyl] (2R-cis) - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 




RN 175415-31-3 CAPLUS 

CN 1 (2H) -Pyridineacetamide, 2-oxo-3- [ (l-oxo-3-phenylpropyl) amino] -6-phenyl-N- 
[tetrahydro-5-oxo-2- (phenylmethoxy) -3-furanyl] -, (2S-trans) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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=> log y 

COST IN U.S. DOLLARS SINCE FILE TOTAL 

ENTRY SESSION 

FULL ESTIMATED COST 14.03 163.19 

DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) SINCE FILE TOTAL 
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ENTRY SESSION 

CA SUBSCRIBER PRICE -1.95 -1.95 
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